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(IILFIDFQG 3KDUP D BRMIOQ WML F

Efficacy analyses will be based on the mITT Population.

The following efficacy assessments and terms are defined:

7TDEOH (I'TLFDF\ $VVHVVPHQW

$VVHVVPHRQ W

'HVFULSWLRQ

Rating of Headache Severity'

Headache severity will be subjectively rated by the participant at predefined
timepoints (predose and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 24, and 48 hours after the initial
dose) on a scale from no pain to severe pain:

e No pain

e Mild pain

e  Moderate pain

e  Severe pain

Use of Rescue Medication'

Any rescue medication taken within 48 hours after treating their migraine attack with
I[P, in addition documenting the date and time that the rescue medication was taken.
e Recorded by participants in e-diary

Use of Optional Second Dose
and Recurrence of Headache
Pain’

Optional second dose of IP due to inadequate response to their initial dose of IP. Date
and time of the second dose will be reported, as well as pain severity and absence or
presence of migraine-associated symptoms at the time the second dose is taken and
2 hours after taking the second dose. The incidence of recurrence in participants who
had pain relief and pain freedom at 2 hours after the initial dose will be collected.

e Recorded by participants in e-diary

Migraine-associated
symptoms'

1]

Absence or presence of migraine-associated symptoms: photophobia, phonophobia,
nausea, and vomiting

"Participant efficacy parameters will be listed.

e Completed by the participant in e-diary
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Baseline assessments for applicable efficacy endpoints are defined as follows:

SAP UBR-MD-01

7TDEOH (IITLFDF\ (QGSRLQWQARINVRQNVNQH '"HIL

(QGSRLQW 'HVFULSWLRQ 7LPLQJ
Baseline rating of headache | Headache severity rating (Moderate, Severe) pre-dose
severity

Baseline migraine- Migraine-associated symptom pre-dose

associated symptom

e Photophobia (Yes, No)
e  Phonophobia (Yes, No)
e Nausea (Yes, No)

e  Vomiting (Yes, No)

The efficacy endpoints for the United States analyses are described as follows_

(QGSRL QORW

I

7DEOH 863QDO\VHYV
(QGSRLQW 'HVFULSWLRQ 7LPLQJ OHWKRGRA(C
Pain freedom (PF) at 2 hours after the initial 2 hours after the Logistic regression
Pl dose, defined as a reduction in headache severity initial dose model
from moderate/severe at baseline to no pain, at 2
hours after the initial dose
P2 Absence of the most bothersome migraine- 2 hours after the Logistic regression
associated symptom (the most bothersome initial dose model
migraine-associated symptom will be identified
at baseline for each participant) at 2 hours after
the initial dose.
Pain relief (PR) at 2 hours after the initial dose, 2 hours after the Logistic regression
S1 defined as the reduction of a moderate/severe initial dose model
migraine headache to a mild headache or to no
headache, at 2 hours after the initial dose
Sustained pain relief (SPR) from 2 to 24 hours 2 to 24 hours after | Logistic regression
S2 after the initial dose, defined as pain relief with the initial dose model
no administration of either rescue medication or
the second dose of IP, and with no occurrence
thereafter of a moderate/severe headache during
the relevant number of hours after dosing with
the IP
S3 Sustained pain freedom (SPF) from 2 to 2 to 24 hours after | Logistic regression

24 hours after the initial dose, defined as pain
freedom with no administration of either rescue
medication or the second dose of IP, and with no
occurrence thereafter of a mild/moderate/severe
headache during the relevant number of hours
after dosing with the IP

the initial dose

model

RJ\
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(QGSRLQW 'HVFULSWLRQ 7LPLQJ OHWKRGR(
Absence of photophobia at 2 hours after the 2 hours after the Logistic regression

S4a initial dose initial dose model

S4b Absence of phonophobia at 2 hours after the 2 hours after the Logistic regression
initial dose initial dose model

Sdc Absence of nausea at 2 hours after the initial 2 hours after the Logistic regression
dose initial dose model

" = EgE N @E=

RJ\
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(QGSRLQW 'HVFULSWLRQ 7LPLQJ OHWKRGRORJ\
dose.

" -

A summary of the number and percentage of participants who took both the optional second dose
and rescue medication within 24 (48) hours after the initial dose will also be provided by
treatment sequence (placebo/placebo, ubrogepant 50 mg/50 mg, ubrogepant 50 mg/placebo,

ubrogepant 100 mg/100 mg, ubrogepant100 mg/placebo). The denominator is the number of
participants who took the optional second dose.

OXOWLSOH BRRFNSIUMRRAHGXUH IRU 3ULPDU\ DQ
(QGSRLQWYV

The overall familywise error rate (FWER) will be controlled at o = 0.05 for the set of primary

and secondary endpoint comparisons between each dose level of ubrogepant vs. placebo both for
the US analyses and for the EU analyses.
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A graphical approach by Bretz et al (2009) will be used to control the overall type I error rate for
multiple comparisons across the ubrogepant doses and the primary and secondary efficacy
endpoints. For the US analyses, the coprimary efficacy endpoints will serve as the gatekeepers of

the secondary endpoints
_ The secondary endpoints will be tested in the same

order as they appear in the list of secondary endpoints, except for the 3 migraine-associated
symptoms which will be treated at the same level to allow the recycling of weights among the
3 symptom endpoints. Recycling of weights between the 2 doses is also allowed.

Using graphical approach with the weighted Bonferroni-based closed test procedure, the
endpoints are represented by circles with associated weights inside the circle. The weight is the
fraction of a, representing local significance levels. The fraction in the rectangle, associated with
a line connecting two circles, indicates the fraction of the local significance level of the circle at
the beginning of the line which is added to the local significance level of the circle at the end of
the line, if the null hypothesis at the beginning circle is rejected.

JLIXUH OXOWLSGBRIIRMRQV 3URFHGXUH IRU WKH 86

100mgS1 100mgS2 gS4s 100mgS4c

7TDEOH OXOWLSGB RIRMRQV 3 RIFMHLOMUBHEBK
&LUFOQH Alternative +\SRWKHVLV 2EMHFWIHMHKWRFDO 6LJQ
/HYHO
50mgP1 Primary Efficacy Endpoint 1 for 50 mg ubrogepant is POl 1/2 a*(1/2) = a/2
significantly different from placebo
50mgP2 Primary Efficacy Endpoint 2 for 50 mg ubrogepant is POl 0 a*0=0
significantly different from placebo

45
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